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DETAILED ACTION 
Status of the Claims 

Acknowledgement is made of tlie response filed 15"^ March, 2010. In that 
response no claim amendments were filed. Claims 1-8 are treated on the merits 
in this action. 

Maintained Rejections 

The rejection of claims 1-6 under 35 U.S.C. 103(a) as being unpatentable 
over Woo, US 6107290, 22 August, 2000 in view of Deutsch, US 4897270, 30 
January, 1990 and Alavi, JPharmPharmaceutSci, 5(3), 2002, pp. 234-244 is 
maintained. 

The rejection of claim 7 under 35 U.S.C. 103(a) as being unpatentable 
over Woo, US 6107290, 22 August, 2000 in view of Deutsch, US 4897270, 30 
January, 1990 and Alavi, JPharmPharmaceutSci, 5(3), 2002, pp. 234-244, as 
applied to claims1-6 above, and further in view of Murakami, US 3867414, 18 
February, 1975 is maintained. 

The rejection of claim 8 under 35 U.S.C. 103(a) as being unpatentable 
over Woo, US 6107290, 22 August, 2000 in view of Deutsch, US 4897270, 30 
January, 1990, Alavi, JPharmPharmaceutSci, 5(3), 2002, pp. 234-244, and 
Murakami, US 3867414, 18 February, 1975 as applied to claim 7 above, and 
further in view of James, US 4865851 , 12 September, 1989 is maintained. 
Response to Arguments 

Applicant's arguments filed 15* March, 2010 have been fully considered 
but they are not persuasive. 



Application/Control Number: 1 0/584,91 9 Page 3 

Art Unit: 1615 

Applicant asserts the Combination of Woo. Deutch. and Woo fail to teacli 
all and every elements of claims: that Deutch does not suggest the polymers as 
claimed. 

This is not persuasive because Deutch suggests the use of methacrylic 
acid and its copolymers and specifically mentions Eudragit polymers in 
combination with cefuroxime axetil. While it is true the specific polymers Eudragit 
E and Eudragit E30D are not the same polymers as claimed, it is the suggestion 
of the genus of methacrylic acid and its esters thereof which points to the 
polymers recited in Alavi in combination with the sucrose fatty acid ester. The 
genus of methacrylic acid and its esters is small (methyl and ethyl ester) and one 
of ordinary skill would have expected similar results from either polymer. Alavi 
teaches the sucrose stearate improves the coating fomulation because there is 
no magnesium counterion which promotes flocculation in the formulation with 
anionic polymers. 

Applicant asserts there is no motivation to combine Woo. Deutch. and 
Alavi to reach the claimed invention. 

This is not persuasive because Deutch expressly suggests methacrylic 
acid and esters thereof and Alavi expressly teaches the combination of sucrose 
stearate improves the formulation of anionic polymers as discussed above. 
Applicant argues there is no motivation because Alavi teaches the formulation in 
combination with a protein; however one of ordinary skill would have expected a 
coating composition to work with other active agents. 
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Applicant asserts the combination exhibits remarl^ably beneficial effects of 
less bitter taste, higher stability and higher bioavailability. 

This is not persuasive because Woo discloses the use of an amorphous 
form increases bioavailability of cefuroxime axetil; Deutsch suggests methacrylic 
acid and esters thereof solve problems associated with masking the bitter taste; 
and Alavi discloses the combination of sucrose stearate with anionic polymers 
such as methyacrylic acid and esters thereof provides a more stable coating 
formulation. Accordingly, one of ordinary skill in the art would have expected 
these benefits. 

Text of Maintained Rejections 
Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 
148 USPQ 459 (1966), that are applied for establishing a background for 

determining obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at 
issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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Claims 1-6 rejected under 35 U.S.C. 103(a) as being unpatentable 
over Woo, US 6107290, 22 August, 2000 in view of Deutsch, US 4897270, 30 
January, 1990 and Alavi, JPharmPharmaceutSci, 5(3), 2002, pp. 234-244. 

Woo is directed to a non-crystalline cefuroxime axetil formulation for oral 
administration. The patent teaches a solid dispersant form of cefuroxime axetil 
for formulation which provides a non-crystalline (amorphous) dispersable solid 
form of cefuroxime axetil from a crystalline form of cefuroxime axetil by 
combination with a surfactant and a water insoluble inorganic carrier (col. 2, lines 
51-54), as in instant claims 1-7. 

Col. 3, lines 51-58 of Woo lists water insoluble additives including 
microcrystalline cellulose, cross-linked polyvinylpyrrolidone, and cross-linked 
sodium carboxymethylcellulose. 

Page 5, line 1 1 of the instant application defines these ingredients as 
disintegrating agents. Therefore Woo teaches disintegrating agents as defined 
by applicant, see instant claims 1 and 2. 

Woo is silent to the composition comprising a sucrose fatty acid ester and 
a methacrylic acid-ethylacrylate copolymer; however Deutsch (col. 3, lines 34-35) 
teaches that polymer systems based on methacrylic acid and esters thereof (a 
coating material see instant claim 4 and 5), such as Eudragit are useful in the 
formulation of cefuroxime axetil with a disintegrant. 

Woo is silent to the composition comprising a sucrose fatty acid ester and 
a methacrylic acid-ethylacrylate copolymer; however, Alavi, pg 235, subheading 
Rationale for the Selection of Ingredients and Processes, teaches the 
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combination of Sucrose Stearate (ScSt), as a droplet stabilizer in drug 
formulations (a pharmaceutlcally acceptable additive, see instant claim 4), with 
Eudragit (methacrylic acid-ethylacrylate copolymers) to provide enteric coated 
microparticles. 

It would have been prima facie obvious to one of ordinary skill in the art to 
combine the dispersible solid form of Woo with the methacrylic acid esters 
(Eudragit) taught in Deutsch and Alavi and the sucrose stearate taught by Alavi 
to provide a granule composition as in the instant claims. One of ordinary skill 
would have combined these elements because Woo teaches the dispersible solid 
formulation with a disintegrating agent confers high stability and bioavailability 
(Woo, col. 2, lines 15-20) to the active ingredient, Deutsch teaches the film coat 
serves to mask the bitter taste of cefuroxime axetil upon oral administration 
(Deutsch, col. 2, line 16), and Alavi teaches "Sucrose stearate (ScSt) was used 
as droplet stabilizer since it localizes at the interface between dispersed phase 
and dispersion medium promoting dispersion and preventing flocculation. 
Sucrose stearate was chosen over the more common droplet stabilizer 
Magnesium stearate because our screening studies showed that the latter was 
incompatible with anionic polymers (attributed to reaction of magnesium ions with 
the -CHO carboxylic group of the polymer) and also formed a less smooth 
coating due to lower solubility," therefore providing a more uniform coating of 
methyacrylic acid polymers. One of ordinary skill in the art could have combined 
the elements of the prior art as claimed by known methods, and in combination 
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each element merely performs the same function as it does in the prior art; 
further, all of the documents are directed to improvements in drug formulation. 

In regards to claims 3 and 6; example 4 of Deutsch gives a general 
concentration for the film forming polymer, and the general concentration of 
sucrose stearate is described on pg. 236 of Alavi under Experimental Design. 
Generally, differences in concentration or temperature or the like will not support 
the patentability of subject matter encompassed by the prior art unless there is 
evidence indicating such a concentration or temperature is critical. 

Where the general conditions of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable ranges by routine 
experimentation. In re Aller, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 
1955). MPEP 2144.05 

Claim 7 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Woo, US 6107290, 22 August, 2000 in view of Deutsch, US 4897270, 30 
January, 1990 and Alavi, JPharmPharmaceutSci, 5(3), 2002, pp. 234-244, as 
applied to claims1-6 above, and further in view of Murakami, US 3867414, 
18 February, 1975. 

Woo, Deutsch, and Alavi are all silent with respect to the mix-melting, 
cooling and pulverization; however, Murakami teaches mix-melting an active 
ingredient with a nonionic surface active agent, cooling the melt mixture and then 
pulverizing the solid obtained either through colloid mill (abstract) or a mortar 
(example 3). It would have been prima facie obvious to one of ordinary skill in 
the art at the time the invention was made to prepare a cefuroxime axetil granule 
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composition comprising the steps of mixing the sucrose fatty acid ester and 
methacrylic acid-ethylacrylate copolymer, melting the mixture and adding the 
disitegrating agent and active ingredient, cooling the dispersion and pulverizing 
the cooled dispersion to obtain the granule because this method is taught in the 
prior art as an effective way to prepare an amorphous form of a crystalline active 
agent. 

Claim 8 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Woo, US 6107290, 22 August, 2000 in view of Deutsch, US 4897270, 30 
January, 1990, Alavi, JPharmPharmaceutSci, 5(3), 2002, pp. 234-244, and 
l\/lural(ami, US 3867414, 18 February, 1975 as applied to claim 7 above, and 
further in view of James, US 4865851, 12 September, 1989. 

Woo, Deutsch, Alavi, and Murakami are silent with respect to the 
temperature of the melt; however col. 4, line 59 of James teaches a molten lipid 
dispersion of defuroxime axetil in the range of 60 to 80 degrees Celsius, 
preferably 65 to 70 degrees Celsius depending on the particular lipid material to 
be used. While this provides a temperature for spray atomization, it gives 
guidance as to the temperature required to disperse the defuroxime axetil into a 
fluid. It would have been prima facie obvious to one of ordinary skill in the art at 
the time the invention was made to provide a melt temperature of 60 to 75 
degrees Celsius as in the instant claims because the claimed ranges overlap and 
lie inside ranges disclosed in the prior art. 

In the case where the claimed ranges "overlap or lie inside ranges 
disclosed by the prior art" a prima facie case of obviousness exists. In re 
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Wertheim, 541 F.2d 257, 191 USPQ 90 (CCPA 1976); In re Woodruff, 919 F.2d 
1575, 16 USPQ2d 1934 (Fed. Cir. 1990). MPEP 2144.05 
Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory 
action is not mailed until after the end of the THREE-MONTH shortened statutory 
period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1 .1 36(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to WILLIAM CRAIGO whose telephone number 
is (571 )270-1347. The examiner can normally be reached on Monday - Friday, 
7:30 - 5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Robert A. Wax can be reached on (571) 272-0623. The 
fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 

/Leon B Lankford/ 

Primary Examiner, Art Unit 1651 

/WILLIAM CRAIGO/ 
Examiner, Art Unit 1615 



